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Abstract
Haemorrhagic fever with renal syndrome (HFRS) in Slovenia can be caused by infection with either Dobrava (DOBV) or Puumala (PUUV)
virus, but a clear difference in disease severity is observed. We hypothesized that the wide spectrum of disease observed among HFRS
patients might be related to differing immune responses and viral load kinetics. To test this hypothesis we analysed sequential blood samples
from 29 HFRS patients hospitalized in Slovenia. Measuring viral RNA in patient samples revealed that viraemia lasts for longer than
previously believed, with DOBV or PUUV-infected patients having viraemias lasting on average 30 days or 16 days, respectively.
DOBV-infected patients were found to have a higher viral load than the PUUV-infected patients (107 vs. 105 RNA copies/mL). Both DOBV
and PUUV-infected patients had IgM at the time of hospital admission, but there was a difference in IgG antibody dynamics, with only a
minority of DOBV-infected patients having IgG antibodies. In our study, elevated levels of IL-10, TNF-a and IFN-c were detected in all of the
samples regardless of the causative agent. In DOBV-infected patients the decrease in cytokine secretion level appeared around day 20
post-infection, while in PUUV-infected patients the change was earlier. In general, our findings point toward notable differences between
PUUV and DOBV infections, in terms of viral load and antibody and cytokine response dynamics, all of which may be reflected in differing
disease severities and clinical outcomes.
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